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Solid-phase methodology
• The use of Grignard reagents in solid-phase chemistry reported in the literature has
recently been reviewed (Franzén, Tetrahedron, 2000, 56(5), 685-691).
• The Evan’s chiral oxazolidinone chiral auxiliary has been attached to both
Merrifield and Wang resin and used in the asymmetric 1,3-dipolar cycloaddition
reactions involving both nitrile oxides and nitrones (Faita et al., Tetrahedron Lett.,
2000, 41(8), 1265-1269).
• The α-chloroacetyl capping of peptides on solid-phase allows for robust N-
protection and the later conversion to glycine for Edman sequencing (Shogren-
Knaak et al., Tetrahedron Lett., 2000, 41(6), 827-829).
• 1-Substituted pyroglutamic acids have been prepared on solid support in good
yields and high purities by the DPPA-activated cyclisation of a glutamic acid
derivative (Alvarez-Gutierrez et al., Tetrahedron Lett., 2000, 41(6), 851-854).
• Using a polythiophene matrix, the synthesis of a polyamine precursor has been
achieved and the product released using cathodic S-N bond scission using the
conducting properties of the polymer (Marchand et al., Tetrahedron Lett., 2000,
41(6), 883-885).
Solid-phase synthesis
• An efficient and convenient solid-phase route to the preparation of 3-
aminohydantoin and dihydrouracils has been developed and demonstrates
advantages over solution-phase methods (Wu and Janusz, Tetrahedron Lett., 2000,
41(8), 1165-1169).
• Both symmetrical and unsymmetrical polyamine analogues of philanthotoxins have
been prepared on solid-phase support using a Dde based linker (Chhabra et al.,
Tetrahedron Lett., 2000, 41(7), 1095-1098). Products could be cleaved with
volatile primary amines regenerating the linker for further use.
• The Dde-linker has been used for the stepwise synthesis of polyamines (Chhabra et
al., Tetrahedron Lett., 2000, 41(7), 1099-1102). This approach was illustrated
with the synthesis of philanthotoxin-4.3.3.
• Compounds containing up to six bonds and two rings have been created in a five-
component process on solid-phase that involves sequential 1,3-dipolar
cycloaddition and Pictet-Spengler reactions (Dondas et al., Tetrahedron Lett.,
2000, 41(6), 967-970).
Novel library building blocks
• Glycosylated hydroxylysine derivatives have been conveniently prepared and used
in the solid-phase synthesis of a collagen derivative (Malkar et al., Tetrahedron
Lett., 2000, 41(8), 1137-1140).
• The one-pot synthesis of a novel peptidomimetic building block used for the
preparation of sulphonamide peptoids has been reported (van Ameijde and
Liskamp, Tetrahedron Lett., 2000, 41(7), 1103-1106).
• A reactive α-bromoketone derivative has been prepared and offers potential for the
versatile parallel synthesis of kainoid analogues (Baldwin et al., Bioorg. & Med.
Chem. Lett., 2000, 10(3), 309-311)
New reagents
• A solid-phase supported triphenylphosphine has been used in the solution phase
Mitsunobu alkylation reaction, isolating reasonably pure products without
chromatography (Pelletier and Kincaid, Tetrahedron Lett., 2000, 41(6), 797-800).
This method was used to prepare a small parallel solution phase library.
Library applications
• A combinatorial peptide library has been used in the search for a transition-state
analogue of a disfavoured cyclisation reaction (Chiosis, Tetrahedron Lett., 2000,
41(6), 801-806). Several peptide sequences were discovered that could behave as
catalysts of the energetically disfavoured cyclisation of an epoxy-alcohol.
